Abstract
Introduction
Colorectal cancer (CRC) is the third most commonly diagnosed cancer in males and the second in females, with over 1.4million new cancer cases and 693,900 deaths estimated to have occurred worldwide [1] . The incidence of colorectal cancer in China is rapidly increasing, and colorectal cancer is the most frequently occurring gastrointestinal cancer in large cities, such as Beijing and Shanghai [2, 3] . Among them, right-sided colon cancer represents nearly one-third of all cases, and surgery is the main treatment for this disease [4, 5] .
The traditional sequence used in open right hemicolectomy begins with lateral-to-medial approach (LA) [6] . With the uptake of minimal access techniques, many laparoscopic surgeons tried to use the medial-to-lateral approach (MA) [7, 8, 9] . Due to the rigorous indication recommended by the National Comprehensive Cancer Network (Version 2.2015) for colon cancer, many established specialist surgeons continue to perform open surgery with excellent outcomes [10] .
Recently, some studies have compared the safety and efficacy of the MA and LA in laparoscopic colorectal surgery, revealing that the MA provides some potential short-term advantages [6, 11, 12, 13, 14, 15] .To our knowledge, no study has compared the MA and LA in open right hemicolectomy. Therefore, the objective of the present study was to evaluate the potential benefits of one of the approaches in a consecutive series of patients who underwent right open hemicolectomy.
Patients and Methods

Study population and patient selection
A total of 450consecutive patients (MA,150 patients; LA,300 patients) who underwent open right hemicolectomy for right-sided colon cancer at Zhongshan Hospital affiliated with Fudan University, Shanghai, between June 2008 and June 2012 were included in our prospectively constructed colorectal cancer (CRC)database. By propensity score analysis,300 patients who underwent right open hemicolectomy were matched with150 patients with the MA. All of the surgeries were performed by one surgical team from the General Surgery department of Zhongshan Hospital affiliated with Fudan University. The approach selected for each patient depended on the choice of chief surgeon. During the learning curve period the surgical team visited Massachusetts general hospital at Harvard university in USA and AmbroiseParé Hospital at Paris V University to learn the MA and LA respectively. Therefore both of the approaches performed in our study were considered to be standardized and practiced. Institutional review board approval was obtained from Zhongshan Hospital, which is affiliated with Fudan University for this retrospective analysis. All patients provided written informed consent. All patients with stage II colon cancer with poor prognostic factors and stage III colon cancer received chemotherapy (5-fluorouracil based or capecitabine). The selection criteria for open right hemicolectomy include the following: obstructive colorectal cancer, cancer perforation, stage IV colon cancer, and asynchronous or previous malignancies. Follow-up information was obtained through outpatient visits or telephone inquiries at Zhongshan Hospital, Fudan University. Perioperative clinicopathologic data, morbidity, mortality, and short-term and long-term oncologic outcomes were compared between the MA and LA groups. All patients were assessed preoperatively with fiberoptic colonoscopy; contrast-enhanced chest, abdominal, and pelvic computed tomography; and rectum magnetic resonance imaging. In our study, the final diagnosis was based on pathological morphology and immunohistochemical assessment through surgical specimen and intraoperative biopsy by two experienced pathologists.
Procedures
For all patients, mechanical preparation of the colon was performed the day before surgery.
The following procedure was used for the medial-to-lateral approach (MA) for open right hemicolectomy: The ileocolic pedicle was identified, exposing the ileocolic vessels. The mesentery surrounding the vessels was transected, exposing a gap between the mesocolon and retroperitoneal fat. This was followed by blunt dissection of the avascular space up to the hepatic flexure with identification of the duodenum and ligation and dissection of the ileocolic vessels and the right branch of the middle colic vessels at their root. After transection of the gastrocolic ligament, the hepatic flexure and lateral attachments of ascending colon were finally mobilized.
The following procedure was used for the lateral-to-medial approach (LA) for open right hemicolectomy: The cecum and terminal ileum were mobilized cephalad. Dissection of the Toldt fascia from the ileocecal junction to the hepatic flexure was followed by blunt dissection to separate the mesocolon from the retroperitoneal fat. After identification of the duodenum, the hepatic flexure and transverse colon were released, thus completing right colon mobilization. Finally, the colon was ligated and anastomosis was performed.
Propensity score matching
The PSM approach for the present study proceeded in two steps. First, the propensity score of each patient who underwent open right hemicolectomy was calculated based on a logistic regression model, including age, gender, body mass index (BMI), American Society of Anesthesiologists(ASA) score, primary tumor location, largest size of primary tumor, histological type, differentiation, tumor site, preoperative chemotherapy regimen, preoperative CEA, previous abdominal surgery,retrieved lymph nodes. These variables were chosen empirically based on factors we believed to be important contributors to the operative difficulty risk of complications/mortalities and differences in oncologic outcomes. In the second step, the MA group patients were matched 1:2 based on the closest propensity score to LA group patients. The process of matching based on the propensity score yields a matched sample (1:2) that is better balanced in the covariates included in the selection model.
Statistical Methods
Statistical analyses were performed using the SPSS statistical package (version 16.0;SPSS; Chicago, IL). All P values were two-sided, and the significant level was specified as P<0.05 in all analyses. Summary statistics were obtained using established methods and were represented as percentages or mean values with standard deviation. The baseline characteristics and perioperative and long-term oncologic outcomes of the matched data were compared using an independent-sample t test (or Mann-Whitney U test) for continuous variables and chi-square analysis or Fisher's exact test for categorical variables. Survival rates were estimated using the KaplanMeier method, and differences in survival curves were compared using the log-rank test.
Results
Clinicopathologic Characteristics
From June 2008 to June 2012, a total of 450 patients were studied, with the following distribution:150 patients in the MA group (33.3%) and 300 patients in the LA group (66.7%). There were no significant differences in age(P = .56), sex(P = .51), BMI(P = .84), American Society of Anesthesiologists grade(P = .78), tumor location(P = .48), previous abdominal surgery(P = .89), preoperative chemotherapy(P = .69) or preoperative carcinoembryonic antigen (P = .67) between the two groups, as shown in Table 1 .
Perioperative complications and short-term outcomes
After evaluating surgical perioperative outcomes and complications, we found that patients in the MA group had a significantly shorter operative time (MA,138.4 minutes vs. LA,166.2 minutes; P < .05) and less blood loss (MA,52.0 mL vs. LA,62.6 mL; P < .05) than the LA group. There were no significant differences in first flatus POD (P = .46), time to liquid diet (P = .07), postoperative hospital stay (P = .27), complications during surgery (P = .86), minor postoperative complications (P = .85), major postoperative complications (P = .81), or mortality within 30 days after surgery (P = .48), as shown in Table 2 .
Postoperative Pathologic Results
The histologic differentiation of the tumor (P = .98), pT stage (P = .48), pN stage (P = .84), TNM stage (P = .65), morphology (P = .37) and maximum tumor diameter (P = .23) did not differ significantly between the two groups. In addition, there were no significant differences in Table 4 .
Long-term outcomes
Follow-up information until October 2014 was obtained for the 450 patients. Using the Kaplan-Meier method, the 5-year overall survival (OS) rates of the MA and LA groups were 84% and 78% (P = .139), respectively, and the 5-year disease-free survival (DFS) rates were 76% and 65% (P = .138), respectively, as shown in Fig 1 .
In subgroup analysis of stage II and stage III colon cancer, the 5-year OS of both stage II right-sided colon cancer (MA, 88%vs. LA 82%; P = .532) and stage III colon cancer (MA,72%vs. LA 62%; P = .621) were comparable between the MA and LA groups. Meanwhile, no difference was found in the 5-year DFS rates for stage II right-sided colon cancer (MA, 79%vs. LA 78%; P = .788) or stage III colon cancer (MA, 71%vs. LA 60%; P = .287), as shown in Figs 2 and 3.
Discussion
Our retrospective study demonstrated the feasibility and safety of MA for open right hemicolectomy. The MA reduced operative time and blood loss compared with the LA. Although the MA for stage III colon cancer was associated with more retrieved lymph nodes compared with the LA, the long-term oncologic outcomes between the groups were comparable. We thus concluded that the MA has an outcome similar to the LA but has some short-term advantages.
With the development of surgical skills and instrumental technology, some laparoscopic surgeons have performed the right hemicolectomy with good results using the MA but not the LA in conventional open right hemicolectomy [14, 16, 17, 18, 19] . Some studies have compared the two approaches in terms of safety, efficacy and oncologic outcomes in laparoscopic surgery, reporting that the MA showed some potential short-term advantages [19] . Moreover, an International Consensus Conference sponsored by the European Association of Endoscopic Surgery (EAES) consensus issued a statement the MA is the preferred method during laparoscopic colectomy [20] . Nonetheless, there has been no literature published that discusses the clinical outcomes of the two approaches in open right hemicolectomy. We believe that our study is significant because it represents the first retrospective study comparing the two approaches in open right hemicolectomy. There are five published research studies comparing the MA and LA in patients who underwent laparoscopic right hemicolectomy. In a retrospective comparative study lacking an LA group, Pagazzi et al [14] supported the concept that the MA in laparoscopic right hemicolectomy resulted in shorter operative time, lower conversion rates, and overall complication rates. Liang et al [13] published the results of a phase II clinical trial regarding the utilization of the MA for right-sided colon cancer. The authors encouraged the use of MA for patients requiring a laparoscopic right hemicolectomy. Rotholtz et al [6] reported that the MA significantly reduced the operation time and time to intestinal recovery. Yan et al [11] published results showing that the MA resulted in a shorter operative time and less blood loss in laparoscopic right hemicolectomy. That study was the only randomized prospective trial comparing the MA and the LA in patients undergoing laparoscopic right hemicolectomy. However, Ballantyne et al [18] showed that the MA achieved the same outcomes as the LA in laparoscopic right hemicolectomy, but their study was a retrospective comparative study with a limited number of patients. Our study revealed a significantly shorter operative time and less blood loss in the MA group. Possible reasons for this were as follows: a).with the MA, it was easy for the surgeon to keep the dissection at the bloodless plane between the mesocolon and the retroperitoneum and to reduce blood loss accordingly [6] ; b).less amount of bleeding was expected with MA during mobilization of the colon when ligating the vessels primarily [11] ; c).in some rare conditions in which the colonic tumor coexists with a colonic inflammatory process (e.g., diverticulitis),the LA might be difficult and dangerous because the LA is blurred during the divisions [19] . Our results of operative time and blood loss are in agreement with reported operation times in published studies.
Recently, some studies have investigated the effect of the harvested lymph node number on oncologic outcome and have shown that an increased lymph node yield after surgery for stage II and III colon cancer is associated with survival benefits [21, 22] . We found no significant differences in terms of the number of retrieved lymph nodes. In the further subgroup analysis for stage II or stage III colon cancer, there was also no difference in median numbers of harvested lymph nodes for stage II colon cancer. In contrast, the number of harvested lymph nodes of stage III colon cancer patients was increased in the MA group compared with the LA group. A few studies, including two prospective randomized controlled trials comparing MA and LA in laparoscopic colorectal surgeries, have also shown no significant difference in number of harvested lymph nodes between the two groups [18, 19] .We speculated that the differences in number of retrieved lymph nodes for stage III colon cancer might result from the more efficient technique and superior surgical field in the MA group. However, whether MA can achieve more lymph nodes for stage III colon cancer remained to be confirmed.
With respect to oncologic outcomes, the 5-year OS and 5-year DFS did not differ significantly between the two groups either in the overall comparison or in the subgroup analysis for stage II or stage III colon cancer. The 5-year OS in our study is in agreement with that of recent studies reporting that approximately 47.4%-80% of patients with open right hemicolectomy will survive five or more years [9, 13, 23, 24, 25] . The 5-year DFS mirrors results from other studies reporting that these patients actually achieved a DFS of nearly 50-84% [13, 23, 24, 25] . The number of retrieved lymph nodes of stage III colon cancer patients was more in the MA group. However, the 5-year OS and 5-year DFS for stage III right-sided colon cancer between the two groups showed no differences.
The appropriate surgical approach is an important part of the standardization of surgery, which can better expose the surgical field [12] . We believe that our study is helpful for the standardization of open right hemicolectomy, as well as in shortening the learning curve and achieving a better therapeutic effect. Although our study revealed that open right hemicolectomy with the MA has many advantages, we believe that the MA is applicable only for patients with resectable cancer, and when it is not clear whether the lesions can be resected, the LA should be used. Otherwise, if the surgeon applies a medial approach and ligates the major vessels in the case of unresectable lesions, causing ischemia and necrosis at the devascularized colonic segment, the surgeon will face an awkward dilemma.
There are some limitations of this study. First, our study was not a well-designed, multicenter, randomized controlled trial, and our follow-up time was short. Second, in general, the surgeons initially performed the open right hemicolectomy using the LA, and the MA was used during the surgeons' more advanced learning period, and this could have generated a bias as a result of the learning curve.
Conclusions
In the current limited retrospective study, with shorter operative time and less blood loss, we concluded that the MA provided short-term benefits compared with the LA in open right hemicolectomy for right-sided colon cancer. The MA might be an improvement over the previously used LA approach for surgeons performing open right hemicolectomy. However, it is necessary to conduct well-designed, multicenter, prospective randomized controlled trials to allow for a more convincing evaluation.
